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Listing of Claims 

1. (Currently Amended) A compound of Formula (I): 

R 2 

R f> 4 
R 



in which: 

R 1 is a group of Formula (a) or (b): 

R 5 R 9 

R (a) R7 (b) 

wherein: 

X 1 and-X 5 indopondontly aro is -C(0) or CHaS(0)a -; 

R 5 andR^-are is hydrogen or (Ci^)alkyl; 

R 7 andR*-as& is hydrogen or (Cj.s)alkyl or as defined below; 
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R 9 and R" indopondently are is #^^ )alkyl optionally substituted with 
cyano, halp or iurro; or 

group selected from -XWR 12 , ~X 3 NR l2 C(0)OR 12 , 
-X^^CCCONR^R 12 , -X 3 NR U C(NR 12 )NR 12 R 12 , -X 3 OR 12 , -X 3 SR 12 , 
-X 3 C(0)OR 12 , -X 3 C(0)NR 12 R 12 , -X 3 S(0>2NR 12 R 12 , -X 3 P(0)(OR ,2 )OR 12 , 
-X 3 OP(0)(OR 12 )OR 12 , -X 3 NR 12 C(0)R 13 , -X 3 S(0)R 13 , -X 3 S(0) 2 R 13 , -X 3 C(0)R 13 , 
-X 3 C(0)R 14 , -X 3 C(0)OR ,A , -X 3 OC(0)R 14 , -X 3 NR 1S C(0)R 14 , -X 3 NR ,5 C(0)OR 14 , 
-X 3 C(0)NR 14 R 1S , -X 3 S(0)2NR |4 R 15 , -X 3 NR ,5 C(0)NR I4 R 15 , 
-X 3 NR 15 C(NR 15 )NR 14 R 15 , -XW -X 4 S(0)R 14 , -X?$(0)JL 1 \ -XW 4 , or 
-XWr 15 , wherein X 3 is (Ci. 6 )alkylene, X 4 is a bond or (Cu)alkylene, R 12 at 
each occurrence independently is hydrogen, (Cu)alfcyl or halo-substituted 
(Ci. 3 )alkyl, R 13 is (C w )alkyl or halo-substituted (Ci. 3 )alkyl, R 14 is 
(Cs-^cycloalkyKCo^altyl, h e t e ro( €3 ^oyoloalkyl(<^)alkyl, 
(C6-i2)aryl(Co-6)alkyl, hotcgoCC^nryKQ^allcyl, PI 

(C 9 Li 2 )polycycloaryl(Co.o)alkyl 1 or hotoro(Ga- t A)polyoyoloar)'l(CQ ^^}4 and R 15 
is hydrogen or (Ci^)alkyl, and wherein within R 14 said cycloalkyl, 
hctcrocyclonllcyl, aryl, b e t e roaryl, or polycycloaryl e r - hot e rpolycyoloaryl ring 
optionally is substituted by a group selected from -R 16 , -X^R 1 ", -X^R 1 *, 
-X^COR 16 , -X^O^ 16 , -X^O)^ 6 , -X^OJOR 16 , -X'OC^R 16 , 
-XWV 7 , -X^^CCOR 16 , -X^'^OJOR 16 , -X 4 C(0)NR 16 R 17 , 
-X 4 S(0) 2 NR ,6 R 17 , OCW'CCCONR 1 ^ 17 or -XW^CNR^NR^R 17 , wherein 
X 4 is a bond or (C w )alkylene, R 16 is hydrogen or (C w )alkyl and R 17 is 
(C 3 -i2)cycloalkyl(Co-s)allcyI, hotoro(C^ 4 a)cycloalfcyl(C fr4)ateyl T 
(C6.i2)aryl(Co^)allgyl, heteroCCs^a^eo^ateytr or 
(Q,.i 2 )polycycloaryl(Co.6)alkyl or hotoro(C^polycycloar » 1(Gft 4^fes4T;or 

@ii)-a group selected from <€ ^)eycIoallcyl(C»4)alkyl, 
hetoe(€ ^)cycloalliyl(Co ^aHeyl r <C6-i2)aryl(C»6)alkyl, 
hetwe(%4^ajy4(G & 4)aasy4^nd (C^polycycloaryKCo^alky^ and 
h e tBTo(C^)polyoyoloaiyl(C e^kylrwherein said cycloalkyl, hotorooyoloalkyl, 
aryl, h e t e i oaiyl; or polycycloaryl or hotorpoly o ycloaryl ring optionally is 
substituted by a group selected from -R 16 , -X*OR 16 , -X^R 16 , -X^OJR 16 , 
-X^OJjR 16 , -X 4 C(0)R 16 , -X 4 C(0)OR 16 , -X^COR 16 , -X'NR^R 17 , 
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-XWCCOR 16 , -XW'CCOJOR 16 , -X*C(0)NR 16 R 17 , -X*S(0) 2 NR ,S R 17 , 
-XW^ONR 16 !* 17 or -XW^tNR^NR'^R 1 7 , whoroin X 4 ^-^^^ 



system present may be substituted further by 1 to 5 radicals independently 
selected from (Cw)alkyl, (Cj. e )alkylidene, cyano, halo, halo-substituted 
(C M )alkyl, nitro, -XW'R 12 , -X^NR^CCCOOR 12 , -XW^CONR^R 12 , 
-X 4 NR 12 C(NR 13 )NR 12 R 12 , -X^R 12 , -X*SR 12 , -X 4 C(0)OR 12 , -X 4 C(0)NR 12 R 12 , 
-^SCOJsNR^R 12 , -X^OXOR^OR 12 , -X*OP(0)(OR ,2 )OR 12 , -X 4 OC(0)R 13 , 
-X 4 NR l2 C(0)R 13 , -^S^R 13 , -X*$(0)2R 13 and -X 4 C(0)R 13 , wherein X 4 , R 12 
and R 13 are as defined above 

B ? tak e n tog e th e r With R* and/or R 40 tak e n tog e th e r with R* -fea» 
gim e thyl B n e , tetromethylono orph e nyl e n e 1,3 dim e thylono, optionally 
substituted with hydroxy, oxo ormethyto a o r and 



ao defined abovo^ wherein within R 9 and/or R 1 



any alicyclic or aromatic ring 
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R u is -XWR 1 * wherein X 5 is -C(O)-, - G(0)C(0) or 5(0^, X 6 is a bond, 
- Q or NR W ; wh e r e in R 49 is hydrog e n or (Q ^alfeyir and R 18 is morphoKnvl 
^H^ a)^y^ optionally substituted by oyono, halo, nitro^ NR^ R^Vjffl ^GKOOR" 

S(0)jR^, C(0)R 4 V-9R afl T-SR- a *, S^R 30 , BOOXJt^ r CQO)^, C(O)OR 3 0 T 
C(0)N^^ a ^-^^^r^^e^R^i-44R a C(Q)OR^ T ^ffi^C(0)>IR a6 R^-ef 
-NR^CCNR 84 )^ 3 ^^, wher e in R 43 and R" ar e as d e fin e d above, R a9 4s 
(G ^)oyolodkyl(CW)allcyl, hotero(CW)cycloalteyl(Ct M OallQ'l J (C» 4 a)aryl(Cx)alkyli 
h e t a ro(C^)aryl(Cft4) n Hfyh (Ctua^ic^looryKC^allQl of 
h e tero(Q -t 3)bicycloaryl(C » 4)alkyl and R 8 * at oaoh ooourronoo indopondontly is 



(iii) (C^)cycloall i iyl(C 1H> )alkyl, hotoroCC^jcycloalkyKC^allcyl, phonylCQM^olkyl or 
h e tejo(Cg^)aryl(C»^)alkyl, wherein said cycloalkyl, h e t e rocycloalkyl, ph e ny l-^ 
hotaroaryl is substituted by X 4 GR 33 T -X 4 SR- 3a ^ t S(0)R 3a r ^ 4 S(O^R^7 

-jE 4 NR^C(0)0R^ 7 -X^^C(0)NR^ a ^^ wher e in X* 4s 

ao dofinod abovo, R 33 ic (Cj^)oyoloalkyl(C»i)alkyl, hot(ffo(CU^)oyoloalkyl(Cft4)alkyl, 
ph e nyl(C»6)alk>i or hott^(C^)aryI(C» i)atfey I and - R 83 at oaoh ooourronoo 
ind e p e nd e ntly is hydrog e n or (C i ^)alkyl; w herein within R u said morpholino aay 
oticyclic or aromatic ring syst e m pr e s e n t may be substituted further by 1 to 5 radicals 
independently selected from (Ci-«)alkyl, (Ci-<s)alkylidene, cyano, halo, 
halo-substituted (C M )alkyi> nitro, -X*NR 1Z R 12 , -X*NR 12 C(0)OR 12 , 
Orttt^C^NR^R 12 , -X»NR 12 C(NR ,2 )NR' 2 R ia , -X 4 OR 12 , -X^SR 12 , -X'CCCOOR 12 , 
^CCONR^R 12 , -X 4 S(0) 2 NR 12 R 12 , -XfyOKOR^OR 12 , -X*OP(0)(OR 3 )OR 12 , 
-X 4 OC(0)R 13 , -X 4 NR ,2 C(0)R 13 , •X'SCOJR. 13 , -X'tyo^ 13 and -X^OJR 13 , wherein 
X 4 , R 12 and R 13 are as defined above; 
R 2 is hydrogen or (Ci^)alkyl or as d e fin e d b e low , 
R 3 is hydrogen? or (Chalky! or as dofinod below ; and 

R 4 is (i) hydrogen or (Ci^)alkyl, wherein said alkyl is optionally substituted with 
eyaHO, halo, nitro, -NR 12 R 12 , -NR^C^OR 12 , -NR !2 C(0)NR ,2 R 12 , -NR 12 C(NR 12 )NR 12 R 12 , 
OR 12 , -SR 12 , -C(0)OR 12 , -C(0)NR 12 R 12 , -S(0)2NR 12 R 12 , -P(O)(OR l2 )0R 12 , 




iaryl(C»^)alkyl > 
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-OP(0)(OR 12 )OR 12 > -NR 12 C(0)R 13 , -S(0)R 13 , -S(0)2R 13 , -C(0)R 13 , -OR 14 , -SR 14 , -S(0)R 14 7 
-S(0)2R ld , -C(0)R u 3 ^C(0)OR 14 , -OC(0)R 14 , -NR l4 R 15 , -NR 15 C(0)R 14 , -NR 15 C(0)OR 14 , 
-C(0)NR 14 R 15 , -S(0)2NR l4 R 15 , -NR 15 C(0)NR l4 R 15 or -NR l5 C(NR 15 )NR l4 R 15 , wherein R 12 , 
R 13 , R 14 and R 15 are as defined above, or (ii) a gropp -se l e etod from 
{€» 4 a)cycloalkyl(C» ^aa^4 ? h e t e roCQ^yolo a ll ^yiCC^^feyfe ^ ^^KCo itefeyk 
k etofe(G^)aryl(C»4)alkyl, (C9-i2)polycycloaryl(Q«)alkyl d»4 
h e tero(C8 4 a)polycyclp^yK '€ a^)alfcyl > wherein said cycloalkyl, h e t e rooycloalkyl, aryl; 
h e t e roaryl, polycycloaryl or het e rpolycycloaryl ring optionally is substituted by a group 
selected from -I I 1 * -X?OR l \ -X^R 16 , -X 4 S(0)R 16 , -X^OfcR 16 , -X*C(0)R w , -X*C(0)OR 16 , 
-X 4 OC(0)R 16 , -X'NR 16 ^ 7 -X*NR 17 C(0)R 16 , -X 4 NR 17 C(0)OR 16 , ^CCOJNR^R 17 , 
-X 4 S(0)2NR I6 R 17 , -X 4 NR 17 C(0)NR I6 R 17 or -X 4 NR ,7 C(NR l7 )NR l6 R 17 4 wherein X 4 , R 16 and 
R 17 are as defined above; whoroin within R 9 - and/or R 44 any alicyclic or aromatio ring oyotom 
pro o ont may b e substitut e d furth e r by 1 to - 5 radioalo independently selected from (Q^alky^ 
<G ^)aUcyliden e , cyano y holo, halo substitut e d (G^)alkyl, nitro r ^ MR 4 ^ 43 ? 

-j6 4 C(0)R 4 ^ 1 wher e in xV R 4 ^ and R 4 * ar e as d e fined abov e , or 

R^-aadrB?- taken tog e ther - form trimethylono, totramothylono or 
phenylene 1,2 dim e thylono, optionally substituted with hydroxy, oxo or methylenes, or 

R 4 -aadFR 3 - together with tho carbon atom to which both R 4 ^aa£^- ar e attach e d form 
{Ga- ^cycl o alkylene or (C^)hotorooyoloallcyl e n e ; 

and ths an AT-oxide derivativee, prodrug derivatives, protected derivatives, individual 
isomers and or mixtures of isomers; and th e or_a pharmaceutically acceptable salts thereof. 

2. (Currendy Amended) The compound of Claim 1 in which: 
R l is a group of Formula (a) wherein within Formula (a) : 
X 1 is -C(0)-; 

R 5 is hydrogen or (Chalky!; 
R 7 is hydrogen or methyl; 

R 9 is (Ci^)alkyl optionally substituted with -OR 14 , -SR 14 , -S(0)R 14 , 
•S(0)2R 14 , -C(0)R 14 , -C(0)OR 14 , -OC(0)R 14 , -NR 14 R 15 , -NR 15 C(0)R 14 , 
-NR 15 C(0)OR 14 , -C(0)NR 14 R 15 , -S(0>2NR l4 R 15 , -NR lS C(0)NR 14 R 15 or 
-NR 15 C(NR l5 )NR l4 R 15 , wherein R 14 is <€ ^)cycloaIkyl(C ^)alk)4 7 
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b e t e ro(C^)cycloaUtyl(C»4)all£yl, (C6-io)aryl(C M )alkyI, hetei^(G ^)aryl(C»4)alkyI, 
or ^.^ipolycycloarylCCo^alM! or h e t e rotG^^oIyoy^loafyKC o^feyj and R 15 is 
hydrogen or (Ci. 6 )alkyl, and wherein within R 14 said cycloal&yl, faotorooyoloalliyl, 
aryl, h e teroaryl, or polycycloaryl or hotorpoly o ycloaiyl ring optionally is substituted 
by a group selected from -R 1<5 , -5^0R 16 , -3^x!SR16, -3£x*S(0)R M , 
-X^SCO^R 16 , -X?XlC(0)R 16 , -X^C(0)OR 1,s , ^X^OC(0)R lS , ^^NR 1 ^ 17 , 
^^*NR 17 C(0)R 16 , -3^NR 17 C(0)OR 16 , -X ! XjC(0)NR I6 R 17 , -5e^S(0) 2 NR 16 R 17 ! 
-X^XlNR 17 C(0)NR 16 R 17 or ^X*NR 17 C(NR 17 )NR 16 R 17 , wherein X* X^is a bond or 
(CM)alkylene, R 16 is hydrogen or (Ci^)alkyl A and R 17 is (C3-io)eyeloalkyl(Co^)alkyl, 
hotor - o ( C i » 4 o)oyoloaI]iyl (e» 4)tdkyl, (C6-io)aryI(Co-6)alkyl, hotoro(C^)aryI(C^)aUiyl, 
oi (C».io)polycycloaryl(Co.6)alhyl or - hetefo^Sg 4o )polyoyoloar>'l(C» ^ ^cyl, or (ii) a 
group ooloct o ri fr om (Co io)oyoloalkyl(Q i8)afey 1, h n t n r n ( r 3 io ) eyo k >aB 54(Go.e )a H g 4; 
<€&4 o)aryl(Co^)olkyl 7 h e t e ro(C^)aiyl(C fr (;)alkyl, (C^)polycycloaryl(Cfr6)alkyl and 
h e tero<Cfr 4 o)polyoyoloaryl(C Q ^)alltyl, whorein said oyoloalkyl, hotarooyoloalliyl, aryl, 
heteroaryl, polycycloaryl or h e t e rpolycyoloaryl ring optionally is -6 ubstitut e d ^ b y-a 
group selected from -R^^^^r^^^r^^^R^i-^SCO) Jl^^^e^R^ 

-X^WR tf €^g^jf>JR^R tf t whoroin J^^a^^^-are-as ■ defined abov e ^ wherein 
within R ? any alicyclic or aromatic ring system present may be substituted further by 
1 to 5 radicals independently selected from (Ci^alkyl, (C^alkylidene, cyano, halo, 
halo-substituted (CM)alkyl, nitro, -afX^^R 12 , -X^X>JR 12 C(0)OR 12 , - 
X^X*NR 12 C(0)NR 12 R 12 , -X^XW 2 C(NR I2 )NR 12 R 12 , -X^OR 12 , -X^SR 12 , - 
X^C(0)OR 12 , -*^C(0)NR l2 R 12 , -X^SCOOzNR'V 2 , -X^P(0)(OR 3 )OR 12 , - 
X^X*OP(0)(OR 3 )OR 12 , -5^S!0C(0)R 13 , -3£ 3 X>TC 12 C(0)R 13 , -Xh?S(0)R 13 , - 
X^SCOjR 13 and -^X!C(0)R 13 , wherein X* X 4 . r". and R 13 are is as defined 
aboverR 4 3 at oach ooourronce indep e nd e ntly is hydrog e n, (Ci _e )alkyl - Qff 
halo substitut e d (G^)alIyL and R^ -MGt- eJalkyl or halo substitut e d ^^4)aHq4; aad 
R^^s-^X^^ v h o r oinX^is C(0) or S(0)a , X s is a bond, Q - or - NR* % 
whoroin R^ -j o - hydrogan or (C^alkyl, and R^is (iH Q^ o t kyi - or 
(ii) (Cj 4 if)cycloalkyl(C»4)alkyI, hotoro(<^)cyo lo allcyl(CW gBq4» 
{e^^afyKQ ^nlkyl or hot<^(C^ a*yl(Q ^)aUryl or (iii) (Cb^oydoarkyKCW aU^ 
heteroCC^jcyoloalkyKCo^a H ^ - ph e nyKCW)^ 1 or hetoro(C^4)afy^€^6)aHty4 T 
wherein said cycloalkyl, hotorooyetealkyl, ph e nyl or h e toroaryl is substitut e d by 
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^^^G^^m^R ^ whoroin X? is a bond or (C ^ )aIkylono, R^ 4s 
<G^ )oyoloalkyl(CW^yl, hotoro(C^)cycIoalkyl(C^)dIc)a T phonyl(C^ dfeyl^ 
feetoe^^4(e ^)alkyl and R^ 4 s - hydrogQn or (C^)alkyl, whoroin within R^-aay 
alioyolic or aromatic ring syotom pres e nt may bo substituted further by 1 to 5 
substitu e nts independently coloctod from (Cj^alkyl, halo, halo substituted (Cj^afey^ 
-6&*--&$R ™ CCO^R^ -^-^WR^P^OR 4 3 , wh e r e in - X^ 4fr a - bondor 
<€ ^)oIk yl ono and R 44 is hydrogen or (C^ afey!? 
R 2 is hydrogen; 

R 3 is hydrogen or (Ci^)alkyl or taken with R 4 tog e th e r with tho c arbon atom to which 
botkj£?-aBd-R 4 are attaohod formfi -^Ga- ejcycloallq y lono ; and 

ft 4 is hydrogon or as defin e d above ; and th o or an iV-oxide derivatives, prodrug 
derivatives, protected derivatives, individual isomers a«3 or mixtures of isomers; and - th e or a 
phannaceutically acceptable salte thereof. 

3. (Currently Amended) The compound of Claim 2 hi which: 
R 1 is a group of Formula (a) wherein within Formula (a) : 
R 5 and R 7 both are hydrogen; 

R 9 is <i> (Chalky! optiona ll y substituted with -OR 14 or -SR 14 , wherein R 14 is 
(e^ jcycloalkyKCW)^!, phenyl (C^Jalkyl, or biphenylyl(Q^)alkyl of 
h 6 t e ro(<^)aiyl(C^)alkyl,; or 

^ifa group selected from ^ 4)cycloalkyl( - G fr ^lyly phenyl(C^)alkyl f or 
biphenylyl(Ca^)alkyl or hotero(C g4g )atyl(C» 4)^H£yt; wherein within R 9 any alicyclic 
or aromatic ring system present may be substituted further by 1 to 5 radicals 
independently selected from (Ci^)alkyl, (Ci^)alkylidene, cyano, halo, 
halo-substituted (d_ 4 )alkyl, nitro, -X 3 NR 12 R 12 , -X 3 NR 12 C(0)OR 12 , 
^NR^CCOJNR 1 ^ 12 , -X 3 NR 12 C(NR 12 )NR 12 R 12 , -X 3 OR 12 , -X 3 SR 12 , -X 3 C(0)OR I2 > 
-X 3 C(0)NR 12 R 12 , -X 3 S(0)2NR ,2 R 12 , -X 3 P(0)(OR 3 )OR 12 , -X 3 OP(0)(OR 3 )OR 12 , 
-X 3 OC(0)R 13 , -X 3 OC(0)R 13 , -X 3 NR 12 C(0)R 13 , -X 3 S(0)R 13 , -X 3 S(0>2R 13 and 
-X 3 C(0)R 13 , wherein X 3 is a bond or (Q^alkylene, R 12 at each occurrence 
independently is hydrogen, (C^Jalkyl or halo-substituted (Ci. 3 )alkyl and R 13 is 
(Chalky! or halo-substituted (Ci_3)alkyl; and 
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R 11 is -X 4 ^ 4 * -X 5 X?R 1B , wherein X* is -C(O)- , ^ X^ is * bond and R 18 
is morpholinv U i - V(C^)cycloalkvl(:C f ^)aIkYL h b t e roCG a-i a^cvcloalkvKCQ^)^!, 
<G ^)ar>4(C»4)allcyl or hotQro(C^)aryl(Co4)alkyl or (ii) phenyl (Chalky 1 or 
hQtero(Cg - 6)aryl(C^)alkyl y whoroin said phenyl or - h e teroaryl is substituted by 

^jR^GffiBR^^^NR 3 ^ ^ whoroin X 9 io a bond or (C^alkylono, R 3 4 -^ 
j^esyt(C ^)alkyl or hot or o ( C^ Q4(G» 4)alkyl and R^ is hydrogen or (C ^a&yl, 
wherein within R n said mortholinvl any aromatizing systom present may be 
substituted further by 1 to 5 substituents independently selected from (Q.$)alky], halo, 
halo-substituted (Ci^)alkyl, -OR 12 , -X 3 SR 12 , -C(0)OR 12 and -XW^OJOR 12 
wherein X 3 is a bond or (Ci.6)alkylene and R 12 is hydrogen or (Ci^)alkyl; and 
R 3 and R 4 are both hydrogen; a a&flaa or an iV-oxide derivatives, prodrug derivatives, 
protected derivatives, individual isomers and or mixtures of isomers; and the or a 
pharmaceutical^ acceptable salts thereo frand the N oxide d e rivatives, prodrug derivativ e s, 
protoctod derivatives, individual - iGomoro and-raixtures of isom e rs; and the pharmaooutically 
acceptabl e- salts - ther e of . 

4. (Canceled) 

5. (Currently Amended) The compound of Claim 3 in which within 
Peraiula (a), wherein R 9 is a group having the following formula: 




in which q is 0 to 5 and R 26 at each occurrence is independently selected from (Ci-4>lkyl, 
cyano, halo, halo-substituted (C M )alkyl 7 nitro, -OR 12 , -SR 12 and -C(0)0R )2 > wherein R 12 is 
hydrogen, (Ci. 3 )alkyl ot halo-substituted (Ci^)alkyl and R 13 is (Ci^s)alkyl or halo-substituted 
(Ci_ 3 )alkyl; and 
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R u is morpholinylcarbonvl, wherein said morpholinvlcarbonvl may be substituted 
further by 1 to 2 substituents independently selected froih (Ci^alkvL 
rgrr-butoxvcarbonylam i-nn 1 ^r^-butoxvcarbonvlaTninomethvl bromo. chloro. ethoxv* fhioro, 
hydroxy, methoxv and methvlsulfanvl: 

and tho or an N-oxide derivatives, prodrug derivatives, protected derivative*, 
individual isomers or mixtures of isomers; and tho or a pharmaceuticalry acceptable salts- 
thereof. 

6. (Currently Amended) The compound of Claim 3 in whioh within Formula (a), 
wherein R 9 is benzylsulfanylmethyl, 2-bromobenzylsulfanylmethyl, 2-chlorobenzylsulfanyl, 
2-(2-chlorophenylsulfanyl)ethyl > oyclohoxyl, 4 Hrthylid e n e cycloh6xyl r 
2-iodobenzylsulfanyhnethyl, 2-methylbenzylsulf anylmethy 1 , 3 methyl- 
g- trifluoTocarbonylox y g y clohexylm e thy^ A mothylen e cycloh e xylm e th yt or 
2-nitrobenzylsuIfanylmethyl and R 11 is A tcrt butoxycarbonylaoiinoboii zeyk 

butoxycarbonylamiuom e thylb e nzoyl, 2 (3,5 dim e thoxyphonyl)thiagol 4 ylcarbonyl ; 
far 3 yloaxbonyl, A mothoxyb o iigoyl, 3 mothylbcmzoyl, 3 phenoxybcnzoyl, 5 pyrid 2 ylthien 
2 ylcarbonyl, 3 b e nzoylbcnzoyl, A m e thylbengoyl, thien 3 ylcarbonyl, inorpholin-4- 
ylcarbonyl , 5 bromothiem 2 ylcarbonyl, 5 chlorothion 2 yloarbouyl, 
g - m e thylthion 2 yloorbonyl, 2 (2 - ehloro 6 m e thylphonyljuroidob e nzoyU cyclohoxyl 1 e n 1 
yloorbonyl, 3 othoxybonaoyl, 3 fIuorobQnBoyl, -4 fluorob e nzoyl and pip e ridin 1 ylcarbonyl ; 
and the tf-oxide derivatives, prodrug derivatives, protected derivatives, individual isomers 
and mixtures of isomers; and the pharmaceutically acceptable salts thereof. 

7. (Currently Amended) The compound of Claim 6 selected from a group 
consisting of: 

AK2-beiizylsulfaAyl-lfi-cyanom 

2^[2<2-bromobenzyIsulfan^ 

iV-[lfl-cyajiomelhylcarb^ 

J\Hli?-cyanomeihylcarbamoyl^ 
tf-[3-(2-chlorophenylsutfany^ 

//-[1/toyanomethylcarbamo 

#41^cy^omethylcaibamoy^^ 

and 



10 



PAGE 12/38 * RCVD AT 918/2005 9:21:34 AM [Eastern Daylight Time] * SVR:USPTO-EFXRF-6/27 ' DNIS:2738300 * CSID:908 231 2626 * DURATION (mm-ss):10»20 



SEP'. 8. 2005 9:34AM AVENTIS US PAT DEPT 
USCA2332 US CNT 



NO. 8053 P. 13 
PATENT 



jV-[l/toyanometbylcarbamoyl-2-(2-m^ and the iV-oxide 

derivatives, prodrug derivatives, protected derivatives, individual isomers and mixtures of 
isomers; aad or the pharmaceutical^ acceptable salts thereof. 

8. (Original) A pharmaceutical composition comprising a compound of Claim 1 , 
or a an iV-oxide derivative, prodrug derivative, individual isomer, mixture of isomers, or a 
pharmaceutical^ acceptable salt thereof in admixture with one or more suitable excipients. 

9. (Withdrawn) A method of treating a disease in an animal in which cysteine 
protease activity contributes to the pathology and/or symptomatology of the disease, which 
method comprises administering to the animal a therapeutically effective amount of 
compound of Claim 1; or a Af-oxide derivative, prodrug derivative, individual isomer or 
mixture of isomers or a phaimaceutically acceptable salt thereof. 

10. (Withdrawn) The method of Claim 9 in which the cysteine protease is 
cathepsin S. 

1 1 . (Withdrawn) The method of Claim 10 in which the disease is an autoimmune 
disorder, allergic disorder, allogeneic immune response* a disorder involving excessive 
elastolysis, cardiovascular disorders or a disorder involving fibril formation. 

12. (Withdrawn) The method of Claim 1 1 in which the disorder is selected from 
juvenile onset diabetes, multiple sclerosis, pemphigus vulgaris. Graves' disease, myasthenia 
gravis, systemic lupus erythemotasus, rheumatoid arthritis, Hashimoto's thyroiditis, asthma, 
organ transplant or tissue graft rejections, chronic obstructive pulmonary disease, 
bronchiolitis, excessive airway elastolysis in asthma and bronchitis, pneumonities, plaque 
rupture, atheroma and systemic amyloidosis, 

13. (Withdrawn) A compound according to claim 1 in which R 1 is a group of 
formula (a) wherein X 1 is ~CH2S(0)r ; and the JV-oxide derivatives, prodrug derivatives, 
protected derivatives, individual isomers and mixtures of isomers; and the pharmaceutically 
acceptable salts thereof. 

14. (Currently Amended) A compound of Formula (H): 
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wherein: 

R 2 is hydrogen or (Ci. 6 )alky t or as d e fin e d b e low ; 
R 3 is hydrogen, (Ci.6)alkyl or as dofinod b e low ; 

R 4 is hydrogen or (Q^alkyl, wherein said alkyl optionally is substituted with 
eyas* halo, Ditto, -NR l2 R 12 , -NR^CCOpR 12 , -NR^QOJNR^R 52 , -NR 12 C(NR 12 )NR l2 R 12 , 
-OR 12 , -SR 12 , -C(0)OR 12 , -C(0)NR 12 R 12 , -S(0)2NR 12 R , ^ -P(OXOR 12 )OR ,2 > 
-0P(O)(0R l2 )0R 12 , -NR 12 C(0)R 13 , -S(0)R 13 , -S(0)iR 13 , -C(0)R 13 , -OR u , -SR 14 , -S(0)R 14 , 
-S(0)2R 14 , -C(0)R 14 , -CCO)OR 14 , -OC(0)R 14 , -NR ,4 R lS , -NR l5 C(0)R 14 , -NR 15 C(OX>R 14 , 
-C(0)NR ,4 R 13 , -S(0)2NR 14 R 15 , -NR 15 C(0)NR l4 R 15 or -NR 15 C(NR IS )NR 14 R 1S , wherein R 12 at 
each occurrence independently is hydrogen, (Ci^)alkyl or halo-substituted (Q^alkyl, R 13 is 
(Ci. 6 )alkyl or halo-substituted (Ci. 3 )alkyl, R 14 is (C 3 .i2)cycloalkyl(Q«)alkyl, 
hotoro(C^ 4 A)cydoalk)rl(C<H>)a l k ) 'l, (Q-i 2 )aryl(QM;)alkyl, hotoro(C^)a^l(CM )aHqfe or 
(Co-i2)polycycloaryl(C(H5)alkyl or hotgroCC^polycycloaryKC ^ate^ and R 15 is hydrogen 
or (Cw)alkyl, and wherein within R 14 said cycloalkyl, hotorooyoloallcyl, aryl, h e teroaryl, or 
polycycloaryl or h e t e rpolyoycloary i ring optionally is substituted by a group selected from 
-R 16 > -X 4 OR 16 , -X 4 SR 16 , -X 4 S(0)R 16 , -X 4 S(0) 2 R 16 , -X^OJR 16 , -X 4 C(0)OR 16 , 
-XtoC(0)R M , -X 4 NR ,6 R 17 , -XWOT 16 , -X 4 NR ,7 C(0)OR 16 , -X'CCONR 1 ^ 17 , 
-X 4 S(0)2NR 1C R 17 , -XW^COJNR 16 ^ 7 or -X 4 NR 17 C(NR 17 )NR l6 R 17 , wherein X 4 is a bond 
or (C^alkylene, R 16 is hydrogen or (C w )alkyl and R n is (C^i 2 )cycloalkyl(C<w)alkyl, 
betefe(€i4 ^cloaU^l(C^ )a&yl7 (Q-^aryKCo-^alkyl, hotoro(C 5 ^aq4<e^)alkyl ? or 
(Q)-i2)polycycloaryl(QM)alkyl or hotcro(e^poIycycloan/I(Cft ^aHey4T; or 

^-a group selected from (Ga- ^oyrto iit lryK C o tfe fefl 
hetere^G ^oyoloalkyKC t^g)^^ hotoro(Cj 43»aQ^Q»4)aH^ 
(C9.i2)polycycloaryl(CM)alkyl and hctoroCC^polycyoIoarylCC^ aJ^, wherein said 
cycloalkyl, hoterooycloalkyl, aryl, het e roary l polycycloaryl or hotorpolyoycloaryl ring 
optionally is substituted by a group selected from -R w , -XW 5 , -X'SR 16 , -X?S(0)R 16 , 
-X 4 S(0) 2 R 16 , -X 4 C(0)R 16 . -X^COJOR 16 , -X^OC^R 16 , -X^NR 1 ^ 17 , -X 4 NR 17 C(0)R 16 , 
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-XWCCOPR 16 , -X*C(0)NR I6 R 17 , -X^O^NR'V 7 -XWqOJNR^R 17 or 
-X^'^CNR^NR 1 ^ 1 7 , wh e rein X^-R^-aftdj* 44 am as defined above ; wherein within R 4 
any alicyclic or aromatic ring system present may be substituted further by 1 to 5 radicals 
independently selected from (Q-^alkyl, (Ci-e)alkylidene, cyano, halo, halo-snbstituted 
(C M )alkyl,XJitro, -X^NR^R 12 , -X*NR. 12 C(p)OR 12 , -X^NR^C^NR^R 12 , 
-XW 2 C(NR 12 )NR 12 R 12 , -X?OR n , -X^SR 12 , -X'CCCOOR 12 , -X 4 C(0)NR 12 R 12 , 
-X'SCOzNR^R 12 , -X'tyOXOR^OR 12 , -X^OPCOXOR^QR 12 , -X 4 OC(0)R 13 , 
-XW^OJR 13 , -X*S(0)R", -X 4 S(0) 2 R 33 and -^C{0)R\ whoroin 
defined abovo, or 

K 4 and R a taken to ge t he r form trhn e thyl e n e , t e tnun e thyl e n e or 
ph e nyl e n e 1,2 dimethyleno, optionally Gub s titut e d with hydroxy, oxo or mothylono, or 

R 4 and R* tog e th e r with tho oarbon atom to which both R 4 ond-R 8 aro attached form 
^- g)cycIoalkylenoor (Cj^jhotcffooycloalky teaet 

R 5 is hydrogen or (Ci^)alkyl; 

R 7 is hydrogen or (Q ^)alkyl; 

R 9 is ^Gs-^teyHGwW (C^arvl(C^)alkvL h6t&to(C^ ^^m?fh -XW 4 , 
-3C*SR M , -X*S(0)R w , -X*S(0)2R M or -XW'R 15 , whoroin X^ ^-aadi^ * ar e oo defined 
above and wherein within R 9 said aryl orhetoroaryl ring optionally is substituted by 1 to 5 
radicals independently selected from (Ci.$)alkyl, cyano, halo, halo-substituted (CM)alkyl, 
nitro, -X^NR^R 12 , -XW^COOR 12 , -X^NR^C^NR^R 12 , -X*NR l2 C(NR l2 )NR l2 R 12 , 
-X'OR 12 , -X^R 12 , -X 4 C(0)R 12 , -X^OJOR 12 , -X^C^NR^R 12 , -X^CO^NR^R 12 , 
-X*P(0)(OR 3 )OR ia l -X*OP(0)(OR 3 )OR 12 , -X 4 OC(0)R 13 , -XW^OJR 13 , -X'SCOJR 13 , and 
-X^O^R " whorem X VR 4 3 and R 43 are as dofined above ; and 

R 11 is -X 5 X*R IS , wherein X s is -C(0)-, C(0)C(0) or S(Q)^ X 6 is a bond, -O-er 
44R 49 , wh e rein R 44 is hydrog e n or (Chalky!, and R 18 is morpholinvl (i) (C4 -i a)alkyl 
optionally substitut e d by cyano, holo, nitro, NR^ ^V^ ^CCOjOR^ r^R* 8 ^®)^ 43 ^ 43 ? 
^ 43 €^ 4 ^NR i ^= w ^-QR W r-SR ,t 3 , CCOPR 48 , CCQjNR 4 ^ ^ S(0) a NR 4 3 R- 4a , 
■ P(Q)(QR 4 ^QR 4 3 , OP(0)(OR 4a )QR 4 V4ffi 43 €{Q)R 44 , SCOjR 43 , S(0)aR^, C(0)R 4 VQR 3 °t 
-SR 50 , S^R 30 , S(Q)^ CCCOR 30 , CCOOR 50 , C(0)NR^R S4 ^R 36 R a4 7 ^R 34 '€(9)R 3e 7 
-NR^CCOOR^Tm^CCONR 30 ^ or NR a 4 €(^R at ^tR 3 ^ 3t ' 7 whoroin R^-aBd^-afw 
defined above, R 36 is (C3^)Gycloalkyl(CV6)alkyl, h e t B ro(C »4 8)cycloallcyl(Cfr ^ )aIlq 4; 

h e tere ( G 84 a)bioyoIoaryl(C» e )aIItyl and R^ - at -e ach occurrenc e ind e pendently is hydrogen or 
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^C»4^gyt(G ^)alk>'l hotoro(C^oryI(Co^)alkyl, (G» 4 A)bioyoloaryl(C ( » ^aMQ4-^ 
h e t8ro(6»d>bicyoloaryl(CW)allq'l or (iii) ^Ci^ey^te^ B ^ e ^rfte^ 
hotoro(Cj^)cycloalkyl(CV»)alkyl, phonyl(CW)nftyl or h a tOTo(C^)aiyl(C^)alIiyl, where i n 
caid oyoloalkyl, hsteroeyoloalkyl, phonyl or h e t e roaiyl is subotitutodby 

whofoin X 4 io as d e fin e d abov e , P c^4e^€ ^)cycloalkyl(e^ aBq4 7 
hetefo(G ^)oyolodkyl(CV$)^Igyl phonyl((^a > alkyl or h e t e ro(G g^}4(e» 4)allcyl and R^ -at 
each ocourronoe indep e nd e ndy is hydrogen or (C^ alkyl; wherein within R n said 
moroholinyl any alicyclic or aromatic ring syst e m pr e s e nt may be substituted further by 1 to 
5 radicals independendy selected from (CuOalkyl, (Ci^)alkyUdene, cyano, halo, 
halo-substituted (C M )alkyU nitro, -X 4 !^ 12 ^ 2 , -XW'QOPR 12 , -XW'CCO^^R 12 , 
-^NR^CCNR^NR^R 12 , -X'OR 12 , -X'SR 12 , -^CCOOR 12 , -X*C(0)NR I2 R 12 , 
-X 4 S(0)2NR I2 R 12 , -X^OXOR^OR 12 , -X'OPCOXOR^OR 12 , -tfOC(0)R l \ 
-X^^C^R 13 , -X^C^R 13 , -X^CO^R 13 and -X*C(Q)R l 3 v wh e rein X 4 ^ 42 ^^^-^^ 
defined above; and the or an AT-oxide derivatives, prodrug derivatives, protected derivatives, 
individual isomers aad or mixtures of isomers; and the ora pharmaceutically acceptable salts 
thereof. 

15. (Currently Amended) The compound of Claim 14 in which: 
R 2 is hydrogen; 

R 3 is hydrogen? or methy l -e g - tafc e n with R 4 tog e ther with tho carbon atom to which 
feed^-gadjfc 4 aro attached form fr^ 4)oycloalkylen e; 

R 4 is hydrogen 7 or methy l or ao defin e d abov e; r 
R 5 is hydrogen or (Cns)alkyl; 
R 7 is hydrogen or methyl; 

R* represents (C6-i2)aryI(Q^)alkyI, hetefe^^^ -X 4 OR 14 , -X 4 SR 14 , 

-X 4 S(0)R 14 or -X 4 ^ 14 ^ 5 , wherein X 4 is a bond or (Ci-6)alkylene, R 14 is 
(C 6 _i 2 )aryl(Co^)alkyI i or hetero( ^^)^^^y^ and R 15 is hydrogen or (Ci^)alkyl, and 
wherein within R 9 said aryl orhotoroaiyl ring optionally is substituted by 1 to 5 radicals 
independently selected from (Ci-6)alkyL cyano, halo, halo-substituted (Ci^)alkyl, nitro, 
-X'NR^R 12 , -X*OR 12 , -^QO^ 12 , and -X 4 SR l2 > wherein X 4 is a bond or (Ct^alkylene, R> 2 
at each occurrence independently is hydrogen, (Ci. 6 )alkyl or halo-substituted (Ci_ 3 )alkyl, and 
R 13 is (Ci-6)alkyl or halo-substituted (Ci- 3 )alkyl; and 
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R l 1 is -X 4 ?^ 4 * -X^R 18 . wherein wherein X 4 is ^C(0> or 5(0)3 , X* X? is a 
bond, O or NR 49 , wheroin R** io hydrog e n or (C^afeyl? and R 18 is morpholinvl 
ftHG ^allcyl or (ii) (C^cydoalkyKCWallcyl, het e ro(C^)cyoloa^K - €^ ) Q B g^ 
^4 ^)aryl(CW)^yl or hotoro(Cg^)aiyl(C^4)allc»a or (iii) (C^)cyclocJIcyl(C^)allcyl, 
h eteKffij^)Qycloalkyl(C^)a^ or - h e tero(C» 4)aF)^€» 4)alltyl 7 wherein 

said oyoloalkyl, h e terooyoloalkyl ? phonyl or hotoroaryl its substituted by X^ QR^V ^CCOJR^ t 
^C(0)OR^r^C(0)NR^^ 

-X^ ^C(O)^^ ^^ wherein X* is a bond or (C^)alkyI e B e y 

R 34 4g^€ ^)cycIoallcyl(CW)alkyl h e t e ro(C^)cycloaIkyl(C^)alkyl, ph e nyl(Cfr4)a^y ^ E 
h e tero(C^)aiyI(C^)aUryl and-R^ is hydrogon or (C j ^)alkyl, wherein within R n said 
morpholinvl any alicvclio or aromatic ring system - pr ese nt may be substituted further by 1 to 
5 substituents independently selected from (Ci-$)alkyl, halo, halo-substituted (Ci-4)alkyl, 
-OR 12 , -X 3 SR 12 , -C(0)OR 12 and OfW^COOR 12 , wherein X 3 is a bond or (Ci-6>alkylene 
and R 14 is hydrogen or (Ci^alkyl; aad-fee or an //-oxide derivatives, prodrug derivative 
protected derivatives, individual isomers and or mixtures of isomers; and tho or a 
pharmaceutically acceptable salts thereof. 

16. (Currently Amended) The compound of Claim 15 in which: 
R 3 , R\ R 5 and R 7 each are hydrogen; 

R 9 r e pres e nts is benzyl, benzyloxymethyl, benzylsulfanylelhyl, benzylsulfanylmethyl, 
benzylsulfmylmethyl, indolylm e thy ^ naphthylmethyl, phenethyl, phenoxyethyl, 
phenylamino, pyridylmBt-ky^ p>xidyIoulfanyI e thyl> or phenylsulfanylethyl, thiaaolyl or 
thionyl, wherein within R 9 the aromatic ring may be substituted further by 1 to 5 radicals 
independendy selected from (Ci^alkyl, cyano, halo, halo-substituted (CM)alkyl, nitro, 
-X'W^ 12 , -X*OR J2 > -X 4 C(0)R l2 1 aM-X^R 12 , wherein X 4 is a bond or (Ci^)alkylene, R 12 
at each occurrence independently is hydrogen, (Ci_6)alkyl or halo-substituted (C]_ 3 )alkyl, and 
R 13 is (Ci- 6 )alkyl or halo-subsdtuted (Q^alkyl; and 

R 11 is is-X 4 ^ 4 * -X^ 18 . wherein X* 5^ is -C(0)- , X s is a bond, and R 18 is 
morpholinvl ftHe ^torcloalkyKQ^ j alkyl, het 6 ro(C3^)cycloaU:yl(C^ g)aH^7 
(G^4a)aiyl(€ ^)allcyl or hetero(C^ 4a)a3Fyt(e» 4)allyl or (Ii) phenyl(C» s)afe)4^ 
het^e5,g)aFyl<€ ^)alIcyl, wher e in said ph e nyl or hotoroaryl it) substitut e d by 

-x^^e^QR^?^ 

eg^S ^olfcylono, R 34 is phenyl (C»4)alk> T l or h6tOTo(C^ )afyl(€9 ^)aIk>1 and R 3 * io hydrogon 
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or (C^afeyt, wherein within R said morpholinvl any aromatic ring system pr e s e nt may be 
substituted further by 1 to 5 substituents independently selected from (Ci_6)alkyl F halo, 
halo-substituted (C M )alkyl, -OR 12 , -X 3 SR 12 , -C(0)OR u and -X 3 NR 12 C(0)OR 12 wherein X 3 
is a bond or (C^alkylene and R 12 is hydrogen or (Ci^alkyl; and the or an iV-oxide 
derivatives, prodrug derivatives, protected derivative*, individual isomer* &d or mixtures of 
isomers; and th e or a phannaceuticalty acceptable salts thereof. 

17. (Currently Amended) The compound of Claim 16 in which R* is a group 
having the following formula: 



in which q is 0 to 5 and R at each occurrence is independently selected from (Ci-4)alkyl, 
cyano, halo, halo-substituted (Ci^alkyl, nitro, -OR 12 , and -SR 12 and QOOR 4 3 , wherein R 12 
is hydrogen, (CioJalkyl.or halo-substituted (Cu3)alkyl and R 13 is (Ci^)alkyl or 
halo-substituted (Ci.3)alkyl; and the or an Af-oxide derivatives, prodrug derivatives, protected 
derivatives, individual isomers aad or mixtures of isomers; and th e or a pharmaceutical^ 
acceptable salts thereof. 

18. (Canceled) 

19. (Canceled) 

20. (Withdrawn) A method of treating a disease in an animal in which cathepsin S 
activity contributes to the pathology and/or symptomatology of the disease, which method 
comprising administering to the animal a therapeutically effective amount of a compound of 
Formula (I): 
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in which: 

R 1 is a group of Formula (a) or (b): 




wherein: 

X' and X 2 independently are -C(0)- ox -CH 2 S(0) 2 -; 

R 5 and R 6 ate hydrogen or (Cw)alkyl; 

R 7 and R 8 are hydrogen ot (Ci_6)alkyl or as defined below; 

R 9 and R 10 independently are (i) (C 1 _$)alkyl optionally substituted with cyano, 
halo or nitro or (ii) a group selected from -X 3 NR 12 R 12 , -X^R^C^OR 12 , 
-X 3 NR 12 C(0)NR 12 R 12 , -X 3 NR ,2 C(NR I2 )NR 12 R 12 , -X 3 OR 12 , -X 3 SR 12 , -X 3 C(0)OR 12 , 
-X 3 C(0)NR l2 R 12 , -X 3 S(0)2NR l2 R 12 , -X 3 P(0)(OR 12 )OR 12 , -X 3 OP(0)(OR I2 )OR' 2 , 
-X 3 NR l2 C(0)R 13 , -X 3 S(0)R 13 , -X 3 S(0)2R 13 , -X 3 C(0)R 13 , -X 3 C(0)R 14 , -X 3 C(0)OR M , 
-X 3 OC(0)R 14 , -X^^CCOR 14 , -X 3 NR 1S C(0)0R 14 , -X 3 C(0)NR 14 R 15 , 
-X 3 S(0)2NR 14 R 1S , -X 3 NR 15 C(0)NR ,4 R 15 , -XW^CNR^NR 14 ^ 5 , ^SR 14 
-X'S^R 14 , -X 4 S(0) 2 R 14 , -X 4 OR 14 , or O^NR 14 ^ 15 , wherein X 3 is (C^)alkylene, X 4 
is a bond or (Cw)aDcylene, R 12 at each occurrence independently is hydrogen, 
(Ci^)alkyl or halo-substituted (d. 3 )alkyl, R 13 is (Ci^)alkyl or halo-substituted 
(C w )alkyl, R 14 is (Cs-iz^ycloalkylCOwJalkyl, hetexo(C 3 .,2)cycloalk.yl(C(«)alkyl, 
(C6-i2)aryl(C(w)alkyl, hetero(Cs-i2)aryl(Qw)alkyl, (C9.i 2 )polycycloary](Co6)alkyl or 
hetero(C8. 12 )polycycloaryl(Co. 6 )alkyl and R 15 is hydrogen or (Ci. 6 )alkyl, and wherein 
within R M said cycloalkyl, heterocycloalkyl, aryl, heteroaryl, polycycloaryl or 
heterpolycycloaryl ring optionally is substituted by a group selected from -R 16 , 
-X*OR 16 , -X 4 SR 16 , -X 4 S(0)R 1S , -X*S(0)2R ,fi , -X*C(0)R 16 , -X 4 C(0)OR 16 , 
-X*OC(0)R ie , -XWR 17 , -XW 7 C(0)R 16 , -XW'CCOJOR 16 , -X 4 C(0)NR ,6 R 17 , 
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■X?S(0)m} 6 K i7 , -XWc^NR 1 ^ 17 or -X 4 NR 17 C(NR 17 )NR W R 17 , wherein X 4 is 
a bond or (C^alkylene, R 16 is hydrogen or (Ci^)alkyl and R 17 is 
(Cs-i^ycloalkyKQwJalkyl, hetero(C 3 .i 2 )cycloalkyl(C( W i)alkyl, (C 6 42)aryl(C<Mj)a]kyl, 
hetero(C 5 -i 2 )aryl(Co.6)alkyl, (C9ui2>polycyeloaryl(Co^)alkyl or 
hetero(Cg.i2)poIycycloaryl(Cc W )alkyl, or (iii) a group selected from 
(C 3 o2)cycloaIl^l(C^6)alkyl,hetero(C3.i2)cycloalkyl(C M )alkyl, (C 6 .i2)aryl(C<w)alkyl, 
hetero(Cs.i2)aryl(C(w)aIkyl, (Cw2)polycycIoaryl(Cg^)alkyl and 
hetero(Cg.i2)polycycloaryl(Co*)alkyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryi, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a 
group selected from -R 1 *, -X?OR 16 , O^SR 16 , -3tfS(OjR M , -X 4 S(0) 2 R 16 , -X*C(0)R 16 , 
-X*C(0)OR w , -l?OC(P)R 16 , -X^NR 1 ^", -X 4 NR l7 C(OJR l6 t -X 4 NR 17 C(0)OR ,a , 
-X 4 C(0)NR 16 R 17 , -XtyOfcNR^R 17 , -X*NR l7 C(0)NR 16 R 17 or 
-X 4 NR 17 C(NR 17 )NR 15 R I7 > wherein X 4 , R 1 * and R 17 are as defined above; wherein 
within R 9 and/or R 10 any alicyclic or aromatic ring system present may be substituted 
further by 1 to 5 radicals independently selected from (Ci.6>alkyl, (Cj^)alkylidene, 
cyano, halo, halo-substituted (Cw)alkyl, nitro, OfNR^R 12 , -X^NR^CCOpR 12 , 
-X 4 NR w C(0)NR 12 R 1 \ -X'NR^CCNR'^NR^R 12 , -X^R 12 , -X^R 12 , -X 4 C(0)OR 12 , 
-X^OJNR^R 12 , -X^OhNR^R 12 , -X^OXOR^OR 12 -X'OPCOXOR^OR 12 , 
-X'OaOJR 13 , -X^NR^QOJR 13 , -X*S(0)R 13 , -X 4 $(0>2R 13 and -X^OJR 13 , wherein 
X 4 , R 12 and R 13 are as defined above, or 

R 9 taken together with R 7 and/or R i0 taken together with R 8 form trimethylene, 
tetramethylene or phenylene-l,2-diniethylene, optionally substituted with hydroxy, 
oxo or methylene; and 

R" is -X 5 X*R 18 , wherein X 5 is -C(0)-, -C(0)C(0)- or -S(0) 2 -, X 5 is a bond, 
-O- or -NR 19 -, wherein R 19 is hydrogen or (C w )alkyl, and R 18 is (i) (Ci-io)alkyl 
optionally substituted by cyano, halo, nitro, -NR l2 R 12 , -NR 12 C(0)OR 12 , 
-NR 12 C(0)NR 12 R 12 , -NR 12 C(NR I2 )NR 12 R 12 , -OR 12 , -SR 12 , -C(0)OR 12 , -C(0)NR 12 R 12 , 
-S(0)2NR 12 R 12 , -PCOXOR^OR 12 , -OP(0)(OR 12 )OR 12 , -NR 12 C(0)R 13 , -S(0)R 13 , 
-S(0)2R 13 , -C(0)R 13 , -OR 20 , -SR 20 , -S^R 20 , -SpJzR 20 , -C(0)R 20 , -C^OR 20 , 
-C(O)NR 20 R 21 , -NR 2 ^ 21 , -NR^CCOJR 20 , -NR^C^OR^.^'C^NR 2 ^ 21 or 
-NR 21 C(NR 2l )NR 20 R 21 , wherein R 12 and R 13 are as defined above, R 20 is 
(C 3 -i2)cycloalkyl(CcM5)alkyl, hetero^-nJcycloalkyKCcwJalkyl, (Cc.i2)aryl(Co. < j)a3kyl, 
hetero(C5-i2)aryl(Co-s)alkyl, (QM2)bicycloaiyl(QMs)alkyl or 
hetero(Cg.i2)bicycloaryl(C(V6)aIkyl and R 21 at each occurrence independently is 
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hydrogen or (Cns)alkyl, or (ii) (C 3 .i2)cycloalkyl(Co. ( 5)alkyl > 
hetero(C 3 . l2 )cycloalkyl(C M )alIq4, (Cs-^aryltQ^alkyl, hetero(Cs-i2)aryl(C M )aIkyl, 
(C9.i2)bicycloaryl(Co.s)alkyl orhetero(C8.i2)bicycloaiyl(Q«)alkyl or 
(in) (C 3 . 6 )cycloalkyl(C(«)alkyl, hetero(C3-(5)cycloaUcyI(Ca6)allcyl, phenyl(Co^)alkyl or 
hetero(C5.6)aryl(C(w)alkyl, wherein said cycloalkyl, heterocycloalkyl, phenyl or 
heteroaryl is substituted by -X^R 22 , -X^R 22 , -X*S(0)R 22 , -X^O^R 22 , 
-X^C^R 22 , ^(OOR 22 -X 4 C(0)NR 22 R 23 , -^R 23 , -X'NR^CXOJR 22 , 
-X 4 NR 23 C(0)OR 22 , -tfm*C(0)mV or -^NR^CO^R^NR^R 23 , wherein X 4 is 
as defined above, R 22 is (C 3 ^cycloaJkyl(Qw)alkyl, hetero(C 3 ^)cycloalkyl(C<w5)alkyl, 
phenyl(Co^)alkyl or hetero(Cs^)aryl(C(«)alkyl and R 23 at each occurrence 
independently is hydrogen or (C^)alkyl; wherein within R 1 1 any alicyclic or aromatic 
ring system present may be substituted former by 1 to 5 radicals independently 
selected from (Ci^)alkyl, (Ci^)alkylidene, cyano, halo, halo-substituted (CM)alkyl, 
nitro, -X^NR^R 12 , OC*NR 12 C(0)OR 12 , -X 4 NR 12 C(0)NR I2 R 12 , 
-X^NR^CflSIR^NR^R 12 , -XW 2 , -X*SR 12 , -X 4 C(0)OR 12 , -X^^NR^R 12 , 
-X*S(0)2NR 12 R 12 , -X*P(OXOR 3 )OR 12 , -X 4 OP(0)(OR 3 )OR 12 , -X^OC^R 13 , 
-X 4 NR l2 C(0)R 13 , -X^OJR 13 , -X^O)^ 13 and -X*C(0)R 13 , wherein X 4 , R 12 and R 13 
are as defined above; 

R 2 is hydrogen or (Ci.6)alkyl or as defined below; 
R 3 is hydrogen, (Ci^)alkyl or as defined below; and 

R 4 is (i) hydrogen or (Ci^)alkyl, wherein said alkyl is optionally substituted with 
cyano, halo, nitro, -NR 12 R 12 , -NR 12 C(0)OR 12 , -NR 12 C(0)NR 12 R 12 , -NR 12 C(NR 12 )NR 12 R 12 , 
-OR 12 , -SR 12 , -C(0)OR 12 , -C(0)NR ,2 R 12 , -S^NR 12 ^ 2 -P(0)(OR 12 )OR 12 , 
-OP(0)(OR 12 )OR 12 , -NR l2 C(0)R 13 , -S(0)R t3 , S(OhR a , -C(0)R 13 , -OR 14 , -SR 14 , -S(0)R 14 , 
-S(0) 2 R 14 . -C(0)R 14 , -C(0)OR 14 , -OC(0)R 14 , -NR l4 R 15 , -NR^C^R 14 , -NR ,5 C(0)OR 14 , 
-C(0)NR 14 R 1S , -S(0)2NR 14 R 15 , -NR 1S C(0)NR 14 R 15 or -NR ,5 C(NR l5 )NR I4 R 15 , wherein R 12 , 
R 13 , R 14 and R 15 are as defined above, or (ii) a group selected from 
(C 3 .i2)cycloalkyl(Cta)alkyl, hetero(C 3 4 2 )cycIoa]kyl(CM)alkyl, (C6.i 2 )aryI(Co-6)alkyl, 
hetero(C5-i 2 )aryl(C«)alkyl, (C«-i2)polycycloaryl(C(«)alkyl and 
hetero(C8.i2)polycycloaryl(Co<)alkyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a group 
selected from -R 16 , -X*OR 16 , -X^R 16 , -X 4 S(0)R 16 , -X^O^R 16 , -X'C^R 16 , -X 4 C(0)OR 16 , 
-X*OC(0)R 16 , -XW^ 17 , -XW^JR 16 , -X 4 NR 17 C(0)OR 16 , -X 4 C(0)NR ,<i R 17 r 
-X^OjNR 1 ^ 17 , -X 4 NR 17 C(0)NR ie R 17 or -X 4 NR 17 C(NR 17 )NR 16 R 17 , wherein X 4 , R 16 and 
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R 7 are as defined above; wherein within R y and/or R any alicyclic or aromatic ring system 
present may be substituted farther by 1 to 5 radicals independently selected from (Ci-6)alkyl, 
(C^)alkylidene, cyano, halo, halo-substituted (Ci-^alkyl, nitro, Ot^NR^R 12 , 
-X 4 NR l2 C(0)0'R}\ -XW^OJNR^R 12 , -X^ 12 CW 12 )^ l2 R" -X^R 12 , ^SR 12 , 
-X?C(0)OR l \ JC*C(0)NR ia R ia , -X^COJaNR^R 12 , -X'PCOXOR^OR 12 , 
-X^OP^COR^OR 12 , -X 4 OC(0)R 13 , -X*NR I2 C(0)R 13 , -X'SCOR 13 , -X^CO^ 13 and 
-X*C(0)R 13 , wherein X 4 , R 12 and R* 3 are as defined above, or 

R 4 and R 2 taken together form trimethylene, tetramethylene or 
phenylene-l,2-dimethylene, optionally substituted with hydroxy, oxo or methylene, or 

R 4 and R 3 together with the carbon atom to which both R 4 and R 3 are attached form 
(C3.8)cycloalkylene or (C3-8)heterocycloalkylene; or an iV-oxide derivative, prodrug 
derivative, individual isomer and mixtures of isomers; or a pharmaceutical^ acceptable salt 
thereof but excluding compounds of the formula 




in which R 3 and R 4 are each hydrogen or (Ci^)alkyl, or together with the carbon atom to 
which they are both attached form (C 3 ^)cycloalkylene; R 5 is hydrogen or (Ci^)alkyl; R 9 is 
(C6- l2 )aryl(Ci-6)alkyl, hetero(Cs42)aryl(Ci^)alkyl, (C^alkyl or cyclohexylmethyl; and R n is 
C(0)R 1B wherein R 18 is hetero(C 3 .i2)cycloalkyl, (C<w2^1(Q>-6)allcyl or hetero(C 5 .i2)aiyl(Co. 
o)alkyl. 



21. (Withdrawn) The use of a compound of Formula (I): 




in which: 
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R 1 is a group of Formula (a) or (b): 




wherein: 

X 1 and X 2 independently are -C(0>- or -CH 2 S(0) 2 -; 

R 5 and R 6 are hydrogen or (C w )alkjd; 

R 7 and R 8 are hydrogen or (Ci^)alkyl or as defined below; 

R s and R 10 independently are (i) (C w )alkyl optionally substituted with cyano, 
halo or nitro or (ii) a group selected from -X 3 NR ,2 R 12 , -X 3 NR 12 C(0)OR 12 , 
-X^^C^NR^R 12 , -X 3 NR 12 C(NR 12 )NR 12 R 12 , -X 3 OR 12 , -X 3 SR 12 , -X^O^R 12 , 
-X 3 C(0)NR 12 R !2 -X 3 S(0)2NR 12 R 12 , -X 3 P(0)(OR I2 )OR 12 , -X 3 OP(0)(OR 12 )OR 12 , 
-X^R^CCOR 13 , -X 3 S(0}R 13 , -X 3 S(0)2R 13 , -X 3 C(0)R 13 , -X 3 C(0)R 14 , -X 3 C(0)OR 14 , 
-X 3 OC(0)R 14 , -X 3 NR ,5 C(0)R u , -XW^OJOR 14 , -X 3 C(0)NR ,4 R 15 , 
-X 3 S(0) 2 NR 14 R 1S , -X 3 NR 1S C(0)NR I4 R 15 , -X 3 NR ,5 C(NR 15 )NR I4 R 15 , -X^R 14 
-X 4 S(0)R 14 , -X 4 S(0) 2 R 14 , -X*aR M , or -XWV 5 , wherein X 3 is (d. 6 )alkylene, X 4 
is a bond or (Ci^)alkylene, R 12 at each occurrence independently is hydrogen, 
(Ci^)aliyl or halo-substituted (Ci. 3 )alkyl, R 13 is (Ci^)alkyl or halo-substituted 
(Ci- 3 )alkyl, R 14 is (C 3 .i 2 )cycloalkyl(Co^alkyl, hetero(C 3 .i 2 )cycloaikyl(QMs)alkyl, 
(Cis-i^aiyKCWalkyl, hetero(C*u)^(C«)alkyl, (C9. i2 )polycycloaryl(Co. 6 )alkyl or 
heteroCCg-uJpolycycloaryKQwJalkyl and R 15 is hydrogen or (Cj^alkyl, and wherein 
within R 14 said cycloalkyL heterocycloalkyl, aryl, heteroaryl, polycycloaryl or 
heterpolycycloaryl ring optionally is substituted by a group selected from -R 16 , 
-X'OR 16 , OfSR 16 . -X^OR 16 , -X 4 S(0) 2 R 16 , -X^COR 1 ', -X^COOR 16 , 
-^OC^R* -X^R 1 ^ 17 , -XW^C^R 16 , ~X 4 NR 17 C(0)OR 16 , -X^CCONR 1 ^ 17 , 
-X^O^NR^R 17 , -XW^OJNR'V 7 or -X 4 NR 17 C(NR 17 )NR 16 R 17 , wherein X 4 is 
a bond or (Ci. 0 )alkylene, R 16 is hydrogen or (Ci-c)alkyl and R 17 is 
(C3^ 2 )cycloalkyl(<^)alkyl,hetero(G342)cycloalkyl(O w )aIkyl, (C^arylCQv^alkyl, 
hetero(C5-i 2 )aryl(Co-(j)allcyl 7 (C9-i2>polycycloaryl(eo.6)alkyl or 
heteroCCg-i^olycycloaryKCo-fiJalkyl, or (iii) a group selected from 
(C 3 . 12 )cycloalkyl(Co. 6 )alIcyl, hetero(C3.i 2 )cycloalkyl(Co. 6 )alkyl, (Cs-i^aryKQwJalkyl, 
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hetero(Cj.i2)aryl(Co. e )aJkyl, (C 9 j2)poIycycloaryl(C 0 . ( j)alkyl and 
heteroCCg-^^olycycloary^Co^alkyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaxyl ring optionally is substituted by a 
group selected from -R 16 , -XW 6 , -X*SR 16 , -Xtyo^ 16 , -X 4 S(0)2R 16 , -X*C(OJR 16 , 
-X 4 C(0)OR 16 , -X'OCCOJR 1 ', -XWfc 17 , -X*NR 17 C(0)R ,tf . -X 4 NR i7 C(0)OR 16 , 
-X 4 C(0)NR ,fi R 17 , -X 4 S(0)2NR 16 R 17 , -X^'C^NRV 7 or 
-X 4 NR 17 C(NR 17 )NR 16 R 17 , wherein X 4 , R 16 and R 17 are as defined above; wherein 
within R 9 and/or R 10 any alicyclic or aromatic ring system present may be substituted 
further by 1 to 5 radicals independently selected from (Ci^)alkyl, (Q^Oalkylidene, 
cyano, halo, halo-substituted (Ci^)alkyl, nitro, -X^^R 12 , -X 4 NR 12 C(0)OR 12 , 
-XW^COJNR^R 12 , -XW^CNR^NR 13 ^ 2 , -J^OR 12 , -X'SR 12 , -X^O^R 12 , 
-^CCOiNR^R 12 , -X 4 S(0)aNR ,a R ia , -X?P(P)(qR 4 )OR n , -X*OP(QXOR 12 )OR 12 , 
-X*OC(0)1t}\ -X*NR^C(OJR 13 , -X*S(0)R u , -X*S(0)A lS and -X*C(0)R 13 , wherein 
X 4 , R 12 and R 13 are as defined above, or 

R 9 taken together with R 7 and/or R 10 taken together with R 8 form trimethylene, 
tetramethylene or phenylene-l,2-dimethylene, optionally substituted with hydroxy, 
oxo or methylene; and 

R 11 is -X^R 18 , wherein X 5 is -C(0>, -C(0)C(0)- or S(Ohr, X 6 is a bond, 
-O- or -NR 19 -, wherein R 19 is hydrogen or (C w )alkyl, and R 18 is (i) (Ci. J0 )alkyI 
optionally substituted by cyano, halo, nitro, -NR ,2 R 12 , -NR 12 C(0)OR 12 , 
-NR 12 C(0)NR 12 R 12 , -NR 12 C(NR 12 )NR 12 R 12 , -OR 12 , -SR 12 , -C(0)OR 12 , -C(OWR. n R 12 , 
-S(0)2JJR I2 R 12 , -P(0)(OR ,2 )OR 12 , -OP(0)(OR 12 )OR 12 , -NR 12 C(0)R 13 , ~S(0)R 13 , 
-S(0)zR 13 , -C(0)R 13 , -OR 20 , -SR 20 , -S(0)R 20 , -SCOJiR 20 , -C(0)R 20 , -C(0)OR 20 , 
-C(O)NR 20 R 2 ', -NR^R 2 ', -NR 2, C(0)R 2(> , -NR 21 C(O)OR 20 ,-I , JR 21 C(O)NR 20 R 21 or 
-NR 21 C(NR 21 )NR 2(> R 21 , wherein R 12 and R 13 are as defined above, R 20 is 
(C3-i2)cycloalkyl(C<w)aIkyl, hetero(C 3 -i2)cycloalkyl(C^)alkyl, (C6.i 2 )aryl(Co. ( 5)alkyl > 
hetero(Cs.i 2 )aryl(Cou6)alkyl, (Cw2)bicycloaryl(Co-6)alkyl or 
hetero(CB.i2)bicycloaryl(Co<)alkyl and R 21 at each occurrence independently is 
hydrogen or (Ci-<j)alkyl, or (ii) (Ca-i2)cycloa3kyl(C^6)alkyl, 
hetero(C3.i2)cycloalkyl(Co-6)alkyl, (C6.i 2 )aryl(QMs)alkyl, hetero(Cs.i2)aiyI(CM)alkyl, 
(C^i2)bicycloaryl(C^)aIkyl or hetero(C^i2)bicycloaryl(C^)alkYl or 
(iii) (C 3 . 6 )cycloalkyl(C(Hs)alkyl, hetero(C3^)cycloalkyl(Co«)alkyl, phenyl(Qw)alkyl or 
hetero(Cs.6)aryl(Co.6)alkyl, wherein said cycloalkyl, heterocycloalkyl, phenyl or 
heteroaryl is substituted by -XW 2 , -X'SR 22 , -X*S(0)R a , -X^CO^R 22 , 
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-X*C(0)R a , -X^OPR 22 , -X^OJNR^R 23 , -X^R 23 , -^NR^C^R 22 , 
-X 4 NR 23 C(0)OR 22 , -W^NRY or -X^CfNR^NR^R 23 , wherein X 4 is 
as defined above, R 22 is ^.^cycloalkyKC^alkyl, hetero(C 3 ^)cycloaIkyl(CMalkyl, 
phenyKQKOalkyl or heteroCC^aryK^alkyl and R 23 at each occurrence 
independently is hydrogen or (Ci.<;)alkyl; wherein within R 11 any alicyclic or aromatic 
ring system present may be substituted farther by 1 to 5 radicals independently 
selected from (Ci^)alkyl, (Ci-^alkylidene, cyano, halo, halo-substituted (CM)alkyl, 
nitro, -X*NR ,a R 12 , -XW^OJOR 12 , -Xta 1 ^C(0)NR u R 12 , 
-X*NR 12 C(NR 12 )NR 12 R 12 , -X*OR 12 , -X 4 SR M , -X^OJOR 12 , -X 4 C(0)NR 12 R 12 , 
-X 4 S(0)2NR 12 R 12 , -X*P(0)(OR 3 )OR 12 , -X 4 OP(0)(OR 3 )OR 12 , -X*OC(0)R 13 , 
-X*NR ia C(0)R 13 , -X*S(0)R 13 . -X^O)* 13 and -X*C(0)R 13 , wherein X 4 , R 12 and R 13 
are as defined above; 

R 2 is hydrogen or (Ci-6)alkyl or as defined below; 
R 3 is hydrogen, (Ci^)alkyl or as defined below; and 

R 4 is (i) hydrogen or (Cns)alkyl, wherein said alkyl is optionally substituted with 
cyano, halo, nitro, -NR 12 R 12 , -NR^OOR 12 , -NR 12 C(0)NR 12 R 12 , -NR ,2 C(NR 12 )NR l2 R 12 , 
-OR 12 , -SR 12 , -C(0)OR 12 , -C(0)NR 12 R 12 , -S(0>2NR 12 R 12 , -P(0)(OR 12 )OR 12 , 
-OP(0)(OR 12 )OR 12 , -NR l2 C(0)R 13 , -S(0)R 13 , -S(0) 2 R 13 , -C(0)R 13 , -OR 14 , -SR 14 , -S(0)R 14 , 
-S(0)2R 14 , -C(0)R 14 , -C(0)OR 14 , -OC(0)R 14 , -NR 14 R 15 , -NR l5 C(0)R 14 , -NR 15 C(OX>R 14 , 
-C(0)NR 14 R 15 , -S(0)2NR 14 R 15 , -NR 15 C(0)NR 14 R 1S or -NR 15 C(NR I5 )NR ,4 R 15 , wherein R 12 , 
R 13 , R 14 and R 1S are as defined above, or (it) a group selected from 
(C3-n)cycloalkyl(Co-6)alkyl, hetero(C 3 -i 2 )cycloalkyl(Co6)alkyl, (C^i 2 )aiyl(Qwi)alkyl, 
hetero(Cj.i2)aryl(QM5)alkyl, (C^i2)polycycloaryl(C<w)alkyl and 
hetero(Cg-i2)polycycloaryl(Ct)^)alkyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a group 
selected from -R w , -XW*, -X 4 SR lfi , -X*S(0)R 16 , -X^OfcR 16 , -X?C(0)R l \ -X*C(0)OR 14 , 
-X^OC^R 16 , -X*NR I6 R 17 , -XWCCO)^ 6 , -X'NR^CCOPR 1 * -X*C(OJNR 16 R 17 , 
-X'SCOjNR'^R 17 , -X 4 NR 17 C(0)NR 16 R 17 or -XW^CNR^NR^R 17 , wherein X 4 , R ie and 
R 1 7 are as defined above; wherein within R 9 and/or R 10 any alicycUc or aromatic ring system 
present may be substituted further by 1 to 5 radicals independently selected from (Ci^)alkyl, 
(Ci^)alkylidene, cyano, halo, halo-substituted (Ci^alkyl, nitro, -~X?TS(R l2 R 12 , 
-X 4 NR B C(0)OR 12 , ^NR^CCOJNR^R 12 , -XW 2 C(NR 12 )NR 12 R 12 , -XW 2 , -X 4 SR 12 , 
-X^OJOR 12 , -X 4 C(0)NR 12 R 12 , -X 4 S(0)jNR 12 R ,2 ? -X 4 P(0)(OR 3 )OR 12 , 
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^OPCOXOR^OR 12 , -X*OC(0)R 13 , -X^^CCOJR 13 , -X 4 S(0)R 13 > -X 4 S(0)2R 13 and 
-X?C(P)R 13 , wherein X 4 , R 12 and R* 3 are as defined above, or 

R 4 and R 2 taken together form trimethylene, tetramethylene or 
phenylene-l f 2-dimethylene, optionally substituted with hydroxy, oxo or methylene, or 

R 4 and R 3 together with the carbon atom to which both R 4 and R 3 are attached form 
(C3.g)cycloalkylene or (C3. g )heterocycloalkylene; or an W%oxide derivative, prodrug 
derivative, individual isomer and mixtures of isomers; or a pharmaceutical^ acceptable salt 
thereof, but excluding compounds of the formula 



in which R 3 and R* are each hydrogen or (Ci_6>lkyl, or together with the carbon atom to 
which they are both attached form (C^-sJcycloalkylene; R 5 is hydrogen or (Ci^)alkyl; R 9 is 
(C6-i2)axyl(Ci-6)alkyl, hetero(Cs_i 2 )aryl(Ci^)alkyl, (C^ 5 )4lkyl or cyclohexylmethyl; andR 11 is 
C(0)R 1B wherein R 18 is hetero(C3-i^cycloallcyI, (C^ }2 )^KQ)^)^kyl or hetero(C 5 -i2)aryl(Co- 
6)alkyl I in the manufacture of a medicament for treating a disease in an animal in which 
cathepsin S activity contributes to the pathology and/or symptomatology of the disease. 

22. (Withdrawn) A process for preparing a compound of Formula I: 





in which: 



R is a group of Formula (a) or (b): 




R 5 R 6 
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wherein: 

X 1 and X 2 independently are -C(0)- or -CH 2 S(0) 2 -; 

R 5 and R 6 are hydrogen or (C^)alkyl; 

R 7 and R 8 are hydrogen or (Ci-^alkyl or as defined below; 

R s and R 10 independently are (i) (Ci^)alkyl optionally substituted with cyano, 
halo, nitro, -NR 12 R 12 , -NR I2 C(0)OR 12 , -NR l2 C(0)NR 12 R 12 , -NR 12 C(NR ,2 )NR 12 R 12 , 
-OR 12 , -SR 12 , -C(0)OR 12 , -C(0)NR 12 R 12 , -S(Oym. l2 R 12 , -P(0)(OR I2 )OR 12 , 
-OP(0)(OR 12 )OR 12 , -NR 12 C(0)R 13 , -S(0)R 13 , -SCO)* 13 , -C(0)R 13 , -OR 14 , -SR 14 , 
-S(0)R 14 -S(0)2R 14 , -C(0)R 14 , -C(0)OR 14 , -OC(0)R 14 , -NR 14 R 15 , -NR 15 C(0)R 14 , 
-NR ,5 C(0)0R 14 , -C(0)NR 14 R 1S , -S(0>2NR 14 R 15 , -NR 15 C(0)NR ,4 R 15 or 
-NR 1S C(NR 15 )NR 14 R 15 , wherein R 12 at each occurrence independently is hydrogen, 
(Q^alkyl or halo-substituted (Ci.3)alkyl, R 13 is (Cw)alkyl ot halo-substituted 
(Ci. 3 )alkyl, R 14 is (C^cycloalkyK^alkyl, hetero^-i^cycloalkyK^allqrl, 
(C 6 .i2)aryl(C (W )alkyl, hetero(Cs.i 2 )aryl(C M )alkyl, (C9.,2)polycycloaryl(CcM5)allcyl or 
hetero(C8-j2)polycycloaryl(CM)all£yl and R 15 is hydrogen or (Q^alkyl, and wherein 
within R 14 said cycloalkyl, heterocycloalkyl, aryl, heteroaryl, polycycloaryl or 
heterpolycycloaryl ring optionally is substituted by a group selected from -R 16 , 
-X 3 OR 16 , -X 3 SR* -X 3 S(0)R 16 , -X 3 S(0)2R 16 , -X 3 C(0)R 16 , -X 3 C(0)0R 1C , 
-X 3 0C(0)R 16 , -XW, -X 3 NR ,7 C(0)R 16 , -X 3 NR 17 C(0)OR 16 , -X 3 C(0)NR lfi R 17 , 
-X 3 S(0)2NR 1<J R 17 , -X 3 NR 17 C(0)NR 16 R 17 or -XW'CCNR^JNR 1 ^ 17 , wherein X 3 is 
a bond or (Ci-<s)alkylene, R 1<s is hydrogen or (Ci^)alkyl and R 17 is 
(C3.i2)cycloalkyl(ecMi)alkyl, hetero(C 3 .i2)cycloalkyl(Co^)alkyI, (C 6 -i2)aryl(C( W )alkyI, 
hetero(C 5 .i2)aryl(CcM5)alkyl, (C 9 .i 2 )polycycloaryl(Q w )alIcyl or 
hetero(Cg.i2)polycycloaryl(Co^)alkyI, or (ii) a group selected from 
(C342)cycloalkyl(Qw)aIkyl, hetero(C 3 4 2 )cycloalkyl(CWalkyi, (C W2 )aryl(C<w)alkyl, 
hetero(Cs-i2)aryl(Co. 6 )alkyl, (Cki 2 )polycycloaryl(C^)alkyl and 
hetero(C$.i 2 )polycycloaryl(Co4)alkyl, wherein said cycloalkyl, heterocycloalkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a 
group selected from -R 16 , -X 3 OR 16 , -X 3 SR 16 , -X 3 S(0)R 16 , -X^O^R 16 , -X 3 C(0)R 16 , 
-X 3 C(0)0R 16 , -X 3 OC(0)R 16 , -X 3 NR 16 R 17 , -X 3 NR 17 C(0)R 16 , -XWqOOR 16 , 
-X 3 C(0)NR w R 17 , -X 3 S(0)2NR I6 R 17 , -X 3 NR 17 C(0)NR 16 R 17 or 
-X 3 NR 17 C(NR 17 )NR 16 R 17 wherein X 3 , R 16 and R 17 are as defined above; wherein 
within R 9 and/or R 10 any alicyclic or aromatic ring system present may be substituted 
further by 1 to 5 radicals independently selected from (Ci^)alkyl, (Ci^)alkylidene, 
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cyano, halo, halo-substituted (Ci4)alkyl, nitro, -X 3 NR 12 R 12 , -X 3 NR 12 C(0)OR 12 , 
-XW 2 C(0)NR 12 R 12 , -^NR^CCNR^NR^R 12 , -X 3 OR 12 , -X 3 SR 12 , -X 3 C(0)OR 12 , 
-X 3 C(0)NR 12 R 12 , -X 3 S(0)2NR I2 R 12 7 -X 3 P(0)(OR 3 )OR 12 , -X 3 OP(0)(OR 3 )OR 12 , 
-X 3 OC(0)R 13 , -X 3 NR I2 C(0)R 13 , -X 3 S(0)R 13 , -X^OyjR 13 and -X 3 C(0)R 13 , wherein 
X 3 , R 12 and R 13 are as defined above, or 

R 9 taken together with R 7 and/or R 10 taken together with R 8 form trimethylene, 
tetramethylene or phenylene-l,2-dimethylene, optionally substituted with hydroxy, 
oxo or methylene; and 

R l 1 is -X^R 18 , wherein X 4 is -C(0)-, -C(0)C(O)- or -S(0)r, X 5 is a bond, 
-O- or -NR 19 -, wherein R 19 is hydrogen or (Ci^alkyl, and R 18 is (i) (Q.io)alkyl 
optionally substituted by cyano, halo, nitro, -NR 12 R 12 , -NR 12 C(0)OR 12 , 
-NR 12 C(0)NR 12 R 12 , -NR 12 C(NR ,2 )NR 12 R 12 , -OR 12 , -SR 12 , -C^OR* -C(0)NR 12 R 12 , 
-S(0)2NR 12 R 12 , -P(0)(OR 12 )OR 12 , -OP(0)(OR 12 )OR 12 , -NR ,2 C(0)R 13 , -S(0)R 13 , 
-SCO)^ 13 , -C(0)R 13 , -OR 20 , -SR 20 , -S(0)R 20 , -SCOzR 20 , -CfOJR 20 , -CXOOR 20 
-C^NR 2 ^ 21 . -NR 2 ^ 21 , -NR 21 C(0)R 20 , -NR 21 C(O)OR 20 ,-^IR 21 C(O)NR 20 R 2, or 
-NR^CONR^NR 2 ^ 21 , wherein R 12 and R 13 are as defined above, R 20 is 
(C 3 -i2)cycloalkyl(<^)alkyl, hetero(C3.i2)cycloalkyl(Co. 6 )aikyl, (C 6 .] 2 )aryl(C( W )alkyl, 
hetero(C s .i 2 )aryl(Ccwj)alkyl > (C^rncycloaryKQ^alkyl or 
hetero(C8-i 2 )bicycloaryl((^)alkyl and R 21 at each occurrence independently is 
hydrogen or (Ci. 6 )alkyl, or (ii) (C 3 .i 2 )cycloaIkyl(C M )alkyl, 
hetero(C 3 .i 2 )cycloalkyl(C (w )alkyl, (C 6 .i2)aryl(C CW })alkyl, hetero(C5., 2 )aryl(Co^)alkyl, 
(C^n)bicycloaryl(C«)alkyl or hetero(C8-i2)bicyclc«ryl(C(w)alkyl or 
(iii) (C3.6)cycloalkyl(Co. 5 )aIkyl, heteroCCa-c^ycloalkyKQwJalkyl, phenyI(C (W )alkyl or 
hetero(Cs^)aryl(Co-6)alkyl, wherein said cycloalkyl, heterocycloalkyl, phenyl or 
heteroaryl is substituted by -X^R 22 , -X^R 22 , -X^^R 22 , -X^OfcR 22 , 
-X^^R 22 , -X^COJOR 22 , -X^^NR 2 ^ 23 , -X'NR^R 23 , -X 3 NR 23 C(0)R 22 , 
^NR^QOOR 22 , ^NR^C^NR 2 ^ 23 or -X^^CCNR^NR^R 23 , wherein X 3 is 
as defined above, R 22 is (C 3 ^)cycloalkyl(Co^)alkyl, hetero(C 3 ^)cycloalkyl(Co^)alkyl, 
phenyl(Co^)alkyl orhetero(C5^)aryl(C<«)alkyl and R 23 at each occurrence 
independendy is hydrogen or (Ci.6)alkyl; wherein within R 11 any alicyclic or aromatic 
ring system present may be substituted further by 1 to 5 radicals independently 
selected from (Ci.«)alkyl, (Ci^alkylidene, cyano, halo, halo-substituted (C w )alkyl, 
nitro, -X 3 NR 12 R 12 , -XW^COOR 12 , -X 3 NR 12 C(0)NR I2 R 12 , 
-X 3 NR 12 C(NR I2 )NR I2 R 12 , -X 3 OR 12 , -X 3 SR 12 , -X 3 C(0)OR 12 , -X 3 C(0)NR 12 R 12 > 
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-X 3 S(0)aNR 12 R 12 , -X 3 P(0)(OR 3 )OR 12 , -X 3 OP(0)(OR 3 )OR 12 , -X 3 OC(0)R 13 , 
-X 3 NR 12 C(0)R 13 , -X 3 S(0)R 13 , -X 3 S(0)2R 13 and -X 3 C(0)R 13 , wherein X 3 , R 12 and R 13 
are as defined above; 

R 2 is hydrogen or (Ci^)alkyl or as defined below; 
R 3 is hydrogen, (Ci.6)alkyl or as defined below; and 

R 4 is (i) hydrogen or (Ci^)alkyl, wherein said alkyl is optionally substituted with 
cyano, halo, nitro, -NR l2 R 12 , -NR l2 C(0)OR 12 , -NR^C^NR^R 12 , -NR ,2 C(NR 12 )NR 12 R 12 , 
-OR 12 , -SR 12 , -C(0)OR 12 , -€(0)NR 12 R 12 , -S(0)2NR l2 R 12 , -P(0)(OR ,2 )OR 12 , 
-OP(0)(OR ,2 )OR 12 , -NR ,2 C(0)R 13 , -S(0)R 13 , -SCOfeR 13 , -C(0)R 13 , -OR 14 , -SR 14 , -S(0)R 14 , 
-S(0)2R 14 , -C(0)R 14 , -C(OPR 14 , -OC(0)R 14 , -NR I4 R IS , -NR 15 C(0)R 14 , -NR 15 C(0)OR 14 , 
-C(0)NR 14 R 1S , -S(0)jNR 14 R 15 , -NR ,5 C(0)NR I4 R 15 or -NR^CCNR^NR' 4 ^, wherein R 12 , 
R 13 , R 14 and R 15 are as defined above, or (ii) a group selected from 
(C3-i2)cycloalkyl(Co.(5)allcyi, hetero^iaJcycloalkyKQ^aUgfl, (<^ 12 )aryI(Co. 6 )allcyl, 
hetero(C 5 .i2)aryl(C(w)al]^i, (C942)polycycloaryl(Co.6)alkyl and 
hetero(C8-i2)polycycloaryl(Co.6)alkyl, wherein said cycloalkyl, heterocyeloaUkyl, aryl, 
heteroaryl, polycycloaryl or heterpolycycloaryl ring optionally is substituted by a group 
selected from -R 1S , -X 3 OR 16 , -X 3 SR 16 , -X 3 S(0)R 16 , -X 3 S(0;feR 16 , -X 3 C(0)R 16 , -X 3 C(0)OR w , 
-X 3 OC(0)R 16 , -X^R^R 17 , -X 3 NR 17 C(0)R 16 , -X 3 NR 17 C(0)OR 16 , -X 3 C(0)NR 16 R 17 , 
-X 3 S(0)2NR l< R 17 , -X 3 NR 17 C(0)NR 16 R 17 or -XWCCNR^JNR 1 ^ 17 , wherein X 3 , R 1 ' and 
R 17 are as defined above; wherein within R 9 and/or R 10 any alicyclic or aromatic ring system 
present may be substituted further by 1 to 5 radicals independently selected from (Ci_ 6 )alkyl, 
(Ci.6)alkylidene, cyano, halo, halo-substituted (d^alkyi, nitro, -X^^R 12 , 
-X 3 NR 12 C(0)OR 12 , -X 3 NR ,2 C(0)NR ,2 R 12 , -X 3 NR I2 C(NR 12 )NR 12 R 12 , -X 3 OR 12 , -X 3 SR 12 , 
-X 3 C(0)OR 12 , -X 3 C(0)NR I2 R 12 , -X 3 S(0)2NR ,2 R 12 , -X 3 P(0)(OR 3 )OR 12 , 
-X 3 OP(0)(OR 3 )OR 12 , -X 3 OC(0)R 13 , -XW^COJR 13 ,' -X 3 S(0)R 13 , -X 3 S(0)2R 13 and 
-X 3 C(0)R 13 , wherein X 3 , R 12 and R 13 are as defined above, or 

R 4 and R 2 taken together form trimethylene, tetramethylene or 
phenylene-l,2-dimethylene, optionally substituted with hydroxy, oxo or methylene, or 

"R 4 and R 3 together with tbe carbon atom to which both R 4 and R 3 are attached form 
(C3-8)cycloaIkylene or (C3-8)heterocycloalkylene; and the Af-oxide derivatives, prodrug 
derivatives, protected derivatives, individual isomers and mixtures of isomers; and the 
pharraaceutically acceptable salts thereof; which process comprises: 
(A) reacting a compound of Formula 2: 
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HN, 




or a protected derivative thereof, with a compound of the formula R^OY, or a protected 
derivative thereof, in which Y is hydrogen or 2,5-dioxopyrrolidin-l-yI and each R 1 , R 2 , R 3 
and R 4 are as defined above; or 
(B) reacting a compound of Formula 3 : 



or a protected derivative thereof, with ammonia to provide a corresponding amide and then 
reacting the amide with crifluoroacetic anhydride, in which each R l , R 2 7 R 3 and R 4 are as 
defined above; 

(C) optionally deprotecting a protected derivative of a compound of Formula I to provide 
a corresponding unprotected derivative; 

(D) optionally converting a compound of Formula I into a pharmaceutical^ acceptable 

salt; 

(E) optionally converting a salt form of a compound of Formula I to non-salt form; 

(F) optionally converting an unoxidized form of a compound of Formula. I into a 
pharmaceutical^ acceptable JV-oxide; 

(G) optionally converting an #-oxide form of a compound of Formula I its unoxidized 
form; 

(H) optionally converting a non-derivatized compound of Formula I into a 
pharmaceutically prodrug derivative; and 

(I) optionally converting a prodrug derivative of a compound of Formula I to its 
non-derivatized form. 
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